GENERAL COMMENTS
It is an important addition to the population based cancer incidence data emerging in recent years from South Asia, and only second major analysis of PBCR data from Pakistan. I only wish if the available scientific data on the possible causes of considerably high breast cancer in Lahore district of Punjab Cancer Registry was included in the discussion of this publication.
REVIEWER

Flora van Leeuwen
Netherlands Cancer Institute, The Netherlands REVIEW RETURNED 30-Jun-2017 GENERAL COMMENTS This article describes the cancer incidence by age-group for the Lahore district population in Pakistan. Setting up a population-based cancer registry in this area of the world is a challenging task and it's a very important achievement when a successful registry has been established. This is an interesting and well-written paper that especially gives useful information on the incidence of childhood and adolescent cancer in Pakistan. On page 12 in the discussion the authors now compare the incidence of adult cancers (breast, lung) in the 20+ age group with overall rates in the US, which is not the appropriate comparison.
-In the Methods section, the authors describe that active and passive methods were used for the purpose of data collection. I think it is necessary to elaborate on the precise methods used in order to get an idea of completeness of the registry. An active method te determine vital status was calling the patients for retrieving their vital status, which was established for 60% of the cases. Is it known why the other patients could not be contacted and what the date of last medical contact was? It seems that those who could not be contacted may be more likely to be deceased.
-In the Results section, lines 10 and 22 both describe the proportion of cancers in females and males. However, in the first line 57.3% of cancers were in males, while in line 22 57.3% of cancers were diagnosed in females.
-The authors state in the Discussion section that cancer patients in Pakistan are younger at diagnosis than patients in the UK. What is a possible reason for this? Is this not due solely to the older age distribution in the UK?
VERSION 1 -AUTHOR RESPONSE
Response to Reviewer 1:
This has been added to the discussion section:
The relatively high ASIR for breast cancer is intriguing as no definite risk factors have been identified so far. An epidemiologic, retrospective study of breast cancer at a cancer treatment facility in Lahore has shown that most women were parous, had breast-fed their babies, had not used any oral contraceptives or hormone replacement therapy, and there was no noteworthy difference in the preand post-menopausal status. A family history of cancer was present in less than one-fifths of the patients.21 Further, these females had a relatively low mean presenting age (48 years), age at menarche was 13•2 years, age at first childbirth was 23•7 years, and the BMI was on the higher side.21 The vast majority of cancers appeared to be sporadic in nature while a lower age at menarche and a higher BMI appeared to be striking.21. Although the findings of various studies including casecontrol studies have not been consistent with one another, it has been demonstrated that factors as young age at menarche, single marital status, nulliparity, late first full term pregnancy, use of oral contraceptives, late menopause, high BMI, and a family history of breast cancer could be associated with an increased risk, whereas, young age at first live birth, increasing parity, and Vitamin D supplementation could be associated with a decreased risk of this disease in our population. Largescale, population-based studies are needed to validate demographic, clinical, and lifestyle risk factors related to pathways of this disease including the aforementioned factors.22-26.
Response to Reviewer 2:
Comment: A cut-off of 20 years has been used for adults.
5-year sub-groups within the adult population have been created to compute the age-specific rates and show comparisons with other registries given in the discussion section. Tables 6-7 have showing the age-specific rates have been included.
Response: This has been added to the discussion section: However, stratification of the data for Lahore for adults by 5-year age-group and further comparisons of the age-specific incidence rates of the commonly diagnosed cancers with what has been reported by IARC and the SEER Program have revealed that, in general, the incidence rates for Lahore were somewhat different from those of New Delhi and Mumbai but markedly different from what has been reported by the SEER Program, with the latter showing very high incidence rates for almost all cancer types.27,28 Compared to the Indian data from two aforementioned registries, it has been demonstrated that in males, among the residents of Lahore , the incidence rates for prostate cancer were relatively high in the 50 to 69 year age-group while the incidence rates reported for the Indians were higher for cancers of the bronchus and lung, oral cavity, colorectum, and NHL. Among females, in Lahore, the incidence rates for cancers of the breast and corpus uteri were higher than those reported for the Indians for all age-groups, except 75+, while the incidence rates for cancers of the oral cavity, colorectum, ovary, and cervix uteri were lower than those for the Indians studied. The time-periods available or used for making comparisons were 2003-2007 for New Delhi and Mumbai and 2010-2014 for the SEER Program.27,28 Finally, a comparison with the age-specific rates for the Karachi South district of Pakistan showed that for the time-period 1998-2002, in both male and female patients , the KCR rates were significantly high for the commonly diagnosed cancers including prostate, breast, colorectum, lip & oral cavity, cervix uteri, and corpus uteri versus those reported for Lahore.17 The differences, although intriguing, have not been fully explored to enable us to comment on them. Extensive population-based studies on risk factors could highlight some of the reasons associated with the differences observed.
A comparison of the incidence of adult cancers (breast, lung) in the 20+ age group with overall rates in the US has been removed.
Active and passive methods of data collection have been elaborated upon in the section on Methods.
Patient follow-up: As for the rest (40%), they either did not answer or their SIMS were blocked and if anyone did answer, they said they did not know the concerned Figure: This was a typo and has been corrected to 57.3% were female.
Comparison with the UK population: This may be attributed to the difference in the characteristics of the UK population from that of the Lahore population. The UK has an ageing population and a comparison of the population distributions for the UK to the Lahore district population has been made: for ages 0-15 years, 19% versus 40%; for ages 16-64 years, 64% versus 57%, and for ages 65 years and more, 18% versus 3%, respectively.12 
GENERAL COMMENTS
The authors very nicely addressed all my previous comments. I only have very minor suggestions for revision. I would like the authors to refer to tables 6 and 7 already in the results and not only in the discussion. Then, in the discussion it would be nice to directly compare results from table 6 and 7 for one or two malignancies for a specific age group (e.g. 55 to 60 years) between the Lahore district on the one hand and India and United Kingdom (or another European country) on the other hand.
VERSION 2 -AUTHOR RESPONSE
On page 7 in the results section: Tables 6-7 show the 5-year age-specific incidence rates in adults by cancer type.
